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DETAILED ACTION 

Claims 1-16, 20-23, 26, 27, 42 have been canceled. Claim 66 has been added 
Claims 17-19, 24, 25, 28-41, 43-56 are pending. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Applicant's arguments filed 10-6-08 have been fully considered but they are not 
persuasive. 

Election/Restrictions 

Claims 47 and 49-52 are withdrawn from further consideration pursuant to 37 
CFR 1.142(b) as being drawn to a nonelected invention, there being no allowable 
generic or linking claim. Election was made without traverse in the reply filed on 1-28- 
08. 

Claims 17-19, 24, 25, 28-41, 43-46, 48 and 53-56 are under consideration. 
Claim Rejections - 35 USC § 101 

The rejection of claims 17-19, 24, 25, 28-41, 43-46, 48 under 35 U.S.C. 101 
because the claimed invention is directed to non-statutory subject matter has been 
withdrawn in view of the amendment. 

Claims 53-55 remain and claim 56 is rejected under 35 U.S.C. 101 because the 
claimed invention is directed to non-statutory subject matter has been withdrawn in view 
of the amendment. Claims 53-55 still encompass transgenic multi-cell organisms that 
are human. Claim 55 encompasses any model of animal disease including humans. 
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Claim 56 encompasses introducing acceptor DNA into a human eukaryotic cell. The 
claims should be limited to 

Claim Rejections - 35 USC §112 
New Matter 

Claims 31 and 53-56 are rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

The amendment to claim 31 is new matter. Support cannot be found for a 
promoter "heterologous relative to the Rosa26 locus" and none has been provided. 

The amendment to claim 53 is new matter. Support cannot be found for 
expressing a gene of interest and evaluating the function of the gene and none has 
been provided. 

The amendment to claim 54 is new matter. Support cannot be found for 
evaluating the effect of the drug on the gene and none has been provided. 

The amendment to claim 55 is new matter. Support cannot be found for 
providing an animal model of disease, "expression of the gene of interest models a 
disease state of said animal", contacting a "biological entity" with a drug candidate, and 
evaluating the effect of the drug on the gene of interest, and none has been provided. 

Claim 56 is new matter. Support cannot be found for the steps or structures in 
the acceptor DNA as claimed, and none has been provided by applicants. 
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Enablement 

The rejection of claims 17-19, 24, 25, 28-41 , 43-46, 48 and 53-55 under 35 
U.S.C. 112, first paragraph, enablement has been withdrawn in view of the amendment. 
Indefiniteness 

Claims 17-19, 24, 25, 28-41 , 43-46, 48 and 53-55 are rejected under 35 
U.S.C. 1 1 2, second paragraph, as being indefinite for failing to particularly point out and 
distinctly claim the subject matter which applicant regards as the invention. 

The rejection of claim 17 regarding the term "starting" has been withdrawn in 
view of the amendment. 

The rejection of claim 18 regarding how the targeting vector relates to the 
"functional DNA sequence" or "gene expression cassette" in claim 17 has been 
withdrawn in view of the amendment. 

Claims 18 and 19 as amended are clear because they further limit how the 
functional DNA sequence is introduced while simultaneously further limiting the 
structure of the functional DNA sequence. 

Claim 17 is indefinite because "mammalian eukaryotic" cells are unclear. By 
definition, a mammalian cell is a eukaryotic cell. Using both adjectives to describe a cell 
is unclear. Deletion of eukaryotic throughout all of the claims is required. Limiting the 
phrase in all the claims to "non-human mammalian cells" will suffice. 

Claim 18 remains indefinite as amended because the phrase "flanked by DNA 
sequences homologous to the Rosa26 locus" is unclear and does not clearly set for the 
structure of the homology arms or that the sequences are from a Rosa26 gene. 
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Flanking arms of homology in this case are from a Rosa26 gene, not the "position" or 
"locus" of the Rosa26 gene. Replacing "locus" with --gene- is required. 

Claim 19 remains indefinite because the phrase "site specific recombinase 
mediated recombination" is unclear. The metes and bounds of the phrase are not 
defined in the specification or the art at the time of filing. Therefore, those of skill would 
not know when they had performed that type of site specific recombination. Applicants 
argue the technique was well known in the art and cite pg 9-10. Applicants' argument is 
not persuasive. The art did not define when recombination was "specific" to a site or 
how close recombination must be to be "specific." 

Claim 28 remains indefinite because the metes and bounds of what applicants 
consider "primary" cannot be determined. The term is not defined in the specification or 
the art at the time of filing. Applicants argue the term was used in the art at the time of 
filing. Applicants' argument is not persuasive. The specification and the art at the time 
of filing did not define "primary" cells. Without a definition, those of skill would not know 
when they were infringing on the claim. 

Claim 30 remains indefinite because the phrase "pharmaceutically active proteins 
and peptides" is unclear. It is unclear when a protein or peptide is pharmaceutically 
active as claimed. Applicants argue the phrase "pharmaceutically active" was used in 
the art at the time of filing. Applicants' argument is not persuasive. The specification 
and the art at the time of filing did not define when proteins and peptides are 
"pharmaceutically active" as claimed. Without a definition, those of skill would not know 
when they were infringing on the claim. 
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The rejection regarding claim 31 has been withdrawn in view of the amendment. 

Claim 31 is indefinite because it cannot be determined how a promoter can be 
heterolgous to the position or "locus" of the Rosa26 gene. Clarification is required. 

The metes and bounds of what applicants consider an "inducible ubiquitous 
promoter" and "inducible tissue specific promoter" in claim 32 cannot be determined. 
The structure of such promoters is not defined in the specification or the art at the time 
of filing. Applicants argue the phrases are well known promoter genera and species. 
Applicants point to the first paragraph on pg 8. Applicants' argument is not persuasive. 
The specification and the art at the time of filing did not define which promoters are 
"inducible ubiquitous promoters" and "inducible tissue specific promoters". Without a 
definition, those of skill would not know when they were infringing on the claim. 

The metes and bounds of what applicants consider a "CAGGS, hCMV, PGK, 

FABP, Lck, CamKII, CD19 aP2 MCK, MyHC, WAP, Col2A, Mx, tet and trex" 

promoter in claim 33 cannot be determined. The structure of such promoters is not 
defined in the specification or the art at the time of filing. The abbreviations should be 
spelled out where necessary or applicants should point to the definition of such 
abbreviations in the specification or the art at the time of filing. Applicants argue the 
phrases are well known promoter genera and species. Applicants point to the first 
paragraph on pg 8. Applicants' argument is not persuasive. The specification does not 
teach what the abbreviations stand for. Clarification is required. 
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Claim 34 remains indefinite because the claim has the limitation of "additional 
recombinase recognition sites" without requiring any recombinase recognition sites to 
begin with. 

Claim 35 is indefinite because the phrase "the targeting vector and recombination 
vector" lacks antecedent basis in claims 18 and 19. The phrase "the targeting vector" 
lacks antecedent basis in claim 19 and the phrase "the recombination vector" lacks 
antecedent basis in claim 18. 

The rejection of claim 36 regarding the phrase "the DNA sequences homologous 
to the Rosa26 locus" has been withdrawn in view of the amendment. 

Claim 38 remains indefinite because it does not clearly set forth the cells are 
mouse cells. The phrase "wherein the eukaryotic cells are mouse cells" would be clear. 

Claim 38 remains indefinite because the phrase "from the 5' and 3' flanking arm 
of the mouse Rosa26 locus" is unclear and does not clearly set for the structure of the 
homology arms or that the Rosa26 gene is a mouse Rosa26 gene. 5' and 3' flanking 
arms are from the Rosa26 gene, not the "position" or "locus" of Rosa26. Replacing 
"locus" with -gene-- is suggested. 

The rejection of claim 39 regarding the term "respectively" has been withdrawn in 
view of the amendment. 

The rejection of claim 40 regarding the term "derived" has been withdrawn in 
view of the amendment. 
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Claim 40 as amended is indefinite because it does not clearly set forth the cells 
are mouse cells. The phrase "wherein the eukaryotic cells are mouse cells" would be 
clear. 

Claim 41 should clearly set forth the vector has the nucleic acid sequence shown 
in SEQ ID NO: 7. 

The rejections of claim 42 have been withdrawn because the claim has been 
canceled. 

Claim 45 remains indefinite because it is unclear what applicants consider an 
"inactive" positive selection marker. Applicants argue the markers were known to those 
of skill in the art at the time of filing. Applicants' argument is not persuasive. The 
phrase was not defined by applicants or those of skill in the art at the time of filing. 
Therefore, those of skill would not know when they were infringing on the claim. 

Claim 46 remains indefinite as amended it appears there are three steps, but 
only steps a) and b) are specified. Furthermore, it is unclear how the step of "isolating 
the transgenic non-human mammalian eukaryotic cells" differs from "isolating the 
transgenic non-human mammalian eukaryotic cells having a modified functional DNA 
sequence." The phrase "isolating the transgenic non-human mammalian eukaryotic 
cells having a modified functional DNA sequence" is redundant and should be deleted. 

It still cannot be determined how the process of claim 17 further limits the "non- 
human mammalian eukaryotic cell having a modified Rossa26 locus" as in claim 48. 
The structure of the cell in claim 48 is not clear from the method of claim 17. Also, a cell 
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can have a genetically altered Rosa26 gene, but a cell does not have a modified 
Rosa26 "position" or "locus". 

Claims 53-55 remain indefinite as amended because they require providing a 
eukaryotic cell, a transgenic multi-cell organism or a transgenic non-human mammal 
using the method of claim 17; however, claim 17 is limited to making a transgenic non- 
human mammalian eukaryotic cell. 

Claims 53-55 are indefinite because "the gene of interest" lacks antecedent 

basis. 

Claims 54 and 55 are indefinite because they do not set forth any steps for "drug 
development." Evaluating the effect of the drug candidate on a gene of interest does 
not result in drug development as claimed. 

Claim 55 is indefinite because it is unclear how an animal comprising a non- 
human mammalian cell made by the method of claim 17 is a model of an animal 
disease. 

Claim 56 is indefinite because the metes and bounds of what applicants consider 
"two mutually incompatible RRSs" does not clearly set forth the structure or function of 
the acceptor DNA. Clarification is required. 

Claim 56 is indefinite because claim 19 does not define a recombination vector. 
Claim 19 is a method claim. 

Claim 56 is indefinite because it cannot be determined how applicants are further 
limiting the structure of the "functional DNA sequence" in step b). 
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Claim 56 is indefinite because it does not clearly set forth the recombinase in 
step c) occurs after step b), which is essential to the invention. Step c) could be 
performed after step a), which would not work. 

Claim Rejections - 35 USC § 102 

Claims 17-25, 28-32, 34-38, 43-46, 48 and 53-56 are rejected under 35 
U.S.C. 102(b) as being anticipated by Soriano (WO99/53017) for reasons of record. 

Soriano made a Rosa26 transgenic mouse by introducing a DNA cassette 
comprising a LacZ gene flanked by loxP sites into the Rosa26 locus of a mouse ES cell 
and implanting the ES cell into a mouse blastocyst. The LacZ gene was under the 
control of the mouse Rosa26 promoter (Example 1 , pg 30). Soriano also taught making 
a Rosa26Cre transgenic mouse (Example 2, pg 41) by introducing a construct into ES 
cells, the construct comprising a deletor cassette comprising a recombinase gene 
operably linked to an upstream splice acceptor (SA and a downstream polyA sequence 
with a positive selection cassette comprising a PGK promoter, the neo gene and a 
polyadenylation sequence (pg 7, lines 2-10). The construct was inserted into the 
targeting vector comprising homology arms for the Rosa26 gene and a diphtheria toxin 
gene for negative selection (pg 7, line 9-10; pg 7, line 1-2). Soriano also made a 
transgenic mouse by introducing a targeting vector into mouse ES cells, the vector 
comprising a reporter cassette comprising a splice acceptor operably linked to stuffier 
DNA flanked by two loxP sites (pg 7, lines 10-16); the stuffer DNA comprised a PGK 
promoter, the neo gene and four polyA sites (pg 44, Example 3). The methods of 
Soriano are those claimed. 
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Applicants argue did not teach introducing an expression cassette comprising a 
gene of interest operably linked to a promoter. Applicants' argument is not persuasive. 
Soriano used various fragments of the Rosa26 promoter paragraph bridging pg 34-35. 
Furthermore, claim 17 encompasses a functional DNA sequence that is i) a gene 
expression cassette comprising a gene of interest operatively linked to a promoter OR 
ii) a DNA sequence that can be converted into such a gene expression cassette. LacZ 
under the control of the endogenous Rosa26 is a DNA sequence that has been 
converted into a gene expression cassette as claimed. 

Applicants argue the converted gene expression cassette must have an 
exogenous promoter. Applicants' argument is not persuasive because it is unfounded. 
No such requirement is evident from the specification as originally filed. The claim also 
encompasses introducing a gene expression cassette having a gene of interest 
operably linked to a promoter, which is clearly taught in the paragraph on pg 34-35. 
Conclusion 

No claim is allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
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mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 



Inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael C. Wilson who can normally be reached at the 
office on Monday, Tuesday, Thursday and Friday from 9:30 am to 6:00 pm at 571-272- 
0738. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to (571 ) 272-0547. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 
786-9199. 

If attempts to reach the examiner are unsuccessful, the examiner's supervisor, 
Peter Paras, can be reached on 571-272-4517. 

The official fax number for this Group is (571 ) 273-8300. 

Michael C. Wilson 



/Michael C. Wilson/ 
Patent Examiner 



